At the NIH, there are different styles with which a lab chief can manage his or her charges, with some choosing to view everyone as an extension of their own research agenda. But here, as in many other ways, Bill set himself apart by allowing each group leader the freedom to pursue his or her own ideas while he shouldered the administrative burden for 45 years. It's hard to imagine anyone doing that these days.
All the while, he ran a group of his own and had many singular scientific accomplishments-first in cellular immunology, where he and his colleagues discovered IL-4, a key cytokine involved in T cell activity, particularly in allergic and inflammatory diseases. This became the major focus of his lab, which he completely converted to molecular biology in order to clone and characterize the IL-4 gene and its transcriptional regulation.
But another opportunity to serve in an important administrative role arose in 1993, when the NIH came under great pressure from AIDS activist groups to move more quickly to develop an effective treatment. In response, the decision was made to create an Office of AIDS Research at the NIH in order to coordinate HIV research. Here, Bill's calming presence and deeply analytical skills were put to great effect, earning the trust of the activist community and helping to organize the many scientific moving parts to be more effective. Out of this effort came the amazingly effective anti-HIV therapies that are used by more than 15 million people today, transforming what was a death sentence into a chronic disease. Bill was also very proud that, during this period, he was able to directly help persuade President Clinton to establish the Vaccine Research Center at NIH, which has been an important force in advancing both vaccine research and candidate vaccines into the clinic.
Somehow, he found the time to participate in a myriad of national and international service activities, serving on prize committees, and review panels and as President of the American Association of Clinical Investigators and the American Association of Immunologists. He also developed an advanced textbook (Fundamental Immunology), published in 1984 and carried through seven editions. It has been rightly called the advanced text for any serious student of the subject. Clearly, he had a passion for the subject and a passion to communicate that enthusiasm in almost every possible way. On a personal level, he was everyone's dream mentorimmensely thoughtful and knowledgeable, kind, and optimistic, but also very rigorous. He gave those who worked with him the freedom and encouragement to do their best. In one of our cases (M.M.D.), we came to the LI largely ignorant of cellular immunology, which at that time was largely separate from the molecular version (so separate that Niels Jerne referred to ''cis'' and ''trans'' immunologists), but with cloning skills that were rare at that time and the idea to use said skills to investigate gene expression differences between B and T lymphocytes.
Bill, while professing to have no expertise to offer this unusual endeavor, nevertheless asked very astute questions and also (M.M.D. later learned) queried some noted molecular immunologists as to whether this was advisable. Apparently it was, because he gave it his go-ahead and, as the results started to look promising, steered people looking for interesting projects toward it, leading to a small but effective branch of the lab that, with the addition of Steve Hedrick, endeavored to clone the genes behind the near legendary T cell receptor-key to understanding T cell specificity, the lack of which was a major stumbling block in the field at that time. All through this, Bill offered constant encouragement and those very good questions. But most remarkable of all, when that effort was actually successful despite intense competition-akin to winning a major lottery-Bill refused to take any credit, even though M.M.D. was all the while a postdoc under his tutelage. But this was who he was: a scientist's scientist and an example to us all.
L.H.G. came to Bill's lab in 1979 as an MD postdoctoral fellow with only a year of research experience, needing all of the training and mentoring she could get. In Bill, she found someone who believed in providing lots of both. Since she was also 8 months pregnant, Bill must have wondered exactly how much work he was going to get out of her. When she returned to work a week after her daughter was born, perhaps he breathed a sigh of relief.
In science, there are relatively safe projects and then there are somewhat risky projects. But Bill suggested that she take on an extremely risky project that no one, probably including Bill, thought could possibly work. But he was an incredible optimist-one of the things that we loved most about him. So L.H.G. plunged ahead and, to everyone's astonishment, succeeded in generating mutant class II MHC antigen-presenting cells. The results turned out to be quite important in understanding the structure-function relationship between the T cell receptor and its MHC ligands.
Thinking back on this, practically everything Bill did turned out to be important. He had a great nose-or a green thumb, if you will-for sniffing out what would matter. For him, if a project didn't reach for the moon, or at least the stars, then it wasn't worth doing. This important lesson has inspired us throughout our careers to dare to take big risks where the payoff for science would be huge even though the likelihood of success might be small.
Bill was also one of those rare individuals at the time who always supported women. He had many female postdocs, who called themselves Bill's lymphettes. When L.H.G. insisted on returning to the lab the day after she delivered her second child just 2 years later, Bill didn't blink an eye. Not many mentors would have borne with equanimity the arrival of a postdoc who was 8 months pregnant and who then proceeded to have a second child. Many young women nowadays might find it hard to believe how little understanding professional women could receive in those days when they tried to combine career and family. In that regard, as in many others, Bill was a revolutionary. It may have helped that Marilyn Paul, Bill's beloved and amazing wife, was herself a very strong and also supportive personality.
In conclusion, it's hard for something as impersonal as words to give a sense of a life as richly lived, as deeply beneficial to so many people, as the life of Bill Paul. Bill's legacy was not only his great contributions to our understanding of the way the immune system works, but also his immeasurably important contributions to the scientific and personal development of the many people who had the good fortune to work with him. The great English poet Robert Browning once said that the best measure of the height of a man is the length of the shadow his mind casts. By this measure, Bill Paul was a giant.
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